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REMARKS 

('Li i ir.s i - 4 , A - - I •■■ , : i rid d I -dd i > r ► * s e r : :.. I y a ppea r i r: ' : : ■ 
appl i ( -a • A • •:. a: i A- a i no [)rii.^ndii) [p .subject natter' w o : a a Ana 
t hei r a ! 1 s-rua'- 1 . Roconside ra t; ion and a 1 Iowa pa a:: a : • - : a a - a) y 
r e s pea' rial : y s. > I i c i t e d . 

A a i in.s a -AO havo boon re j ected under At ; A d . A . §112, 
second faa^iriia, as bei n q indefinite. This re j ^o : a ai is 
obvratcai by : ao amendments to the claims. 

A 1 a i ms 5-7 and 15-17 have been reject o a under 35 
U.S.A. § 1A ) 1 because the examiner holds that the cl aimed 
recitation ■ o u so, without s e 1 1 i i i q forth any s t e p a involved in 
the process, results in an improper definition o: a process, 
i.e., result, s in a claim which is not a proper process claim 
under 3 5 U. S . C . §101. Claims 5 and 15 are amended, thereby 
obviatinq this rejection. 

A: aims 1-20 have been rejected under 35 d.d.C. 
§102 (b) as being anticipated by or, in the alternative, under 
35 U.S.A. 103(a) as being obvious over Grigoriadrs et a 1 . The 
examiner states that Grigoriadis teaches a mesenchymal cell 
line which can differentiate into diverse cell types and also 
discloses factors which cause such differentiation. It is the 
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1 ine is do ! i :n>i 1 as b-'in^ "do : : v> a.i ! ton a normal adu 1 • " , r :r • 
application docs not: doniunst : ,it any difference b(. i t.Wt. i -i: tin 1 
cell 1 i. no claimed and t ha r di so dosed in the prior" art rc >r aoes 
it provLde any :: a ctu a I evicien whatsoever to re rut o tec 
holdincj o t antic :. pa t is:.) n . Th i a rej action is r e s p e 1 t fall y 
t ra ve r sed . 

r r he RC J 3.1 cell line of Grigoriadis is d e r ived t r om 
mesenchymal cells of fetal rat, calvaria. By contrast, the 
cell line according to the present invention is derived from a 
" n o r ma 1 ad u 1 1 a n i m a 1 " , w h 1 c h is defined in the s p e c i f i e a t i. o n 
on page 9 to exclude embryo-derived cells. In a preferred 
embodiment of the present invention, the cell line is derived 
from mesenchymal cells of the crural bones of a normal adult 
animal . Accordingly, the RCJ 3.1 cell line of Grigorradis 
cannot anticipate the presently claimed invention. 

Furthermore, as evidence that the cell line of the 
present invention is different from fetal or embryonic cell 
lines, it should be noted that the RCJ 3.1 cell line of 
Grigoriadis is disclosed as not differentiating into 
adipocytes unless dexamet hasone was added to the culture 
medium (page 2142, right column, lines 1-11 of lower paragraph 
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(ad i. po i ' y I o h> r :ti at. i on) j . t ; : : i ■ : . ; o a n 1 s o d i. s c 1 i > s e d l : ; a t 

cartLlaqo formation). The r i i s clear that the RCd J . 1 

cells o i' Gr i qoriadis roqo.:o- • ; • x ;::a:h ( i,sone to di t f eront iat. o 
into adipocytes or choru i r c:u - y • ■ ■ s . ivy contrast, tne coll LL::e 
accorcinq to the present i n */••::' : : : , as exempli f i.ed in Example 
2 , d i f f e r e n t i. a t e s into a d i p > > o y > • ■- > r c h ondrocytes in t h e 
a b s e n c e o f dexamethason e . 

Additional evident/:: o: the difference between fetal 
o r emb ryonic cell lines and a o ;.m* cell lines are as follows: 

1. Koike et al., J . Clin. Invest. 85:626-631 
(1990), a copy of which is attached hereto, report that 
although parathyroid hormone (tot I) stimulated the 
proliferation of chondrocytes derived from embryonic animals, 
it did not stimulate the proliferation of chondrocytes derived 
from postnatal 3 week old animals (see abstract and Fig. 6). 

2. Also attached hereto is a declaration executed 
by Hidetomo Kitamura, the inventor of the present invention. 
The results, obtained from an experiment conducted by 
applicant according to method similar to that described by 
Koike et al. , demonstrate that PTH did not stimulate the 
proliferation of cell line CL-1, which cell line is derived 
from a normal adult animal. 



No . 
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apt) 1 :oa::t ::hlhMte t. ha t co 1 ; r • >. a ■ < hi, i i n a i. ; ; I ■ > ram a ;. o a i 

e r . o: s::a : ; . o ■ : i :;i:bs tances , suae ; . :. : ::. a - as , d i r : o ra ; , a a ^ ad i a a 
•an t. ho : • !. he animal I ro::i wh : a. ' co I La a r - • derived. 

Accordingly, the present Ly cL-i i tiv^rit iaan cannot bo made 

obvious : o m Co; igoraadis . 

C la ims 10-13 and 19-d() a ra- now canceled without 
prejudice,, thereby obviating tha rejection as it relates to 
rejected claims 10-13 and 19-20. 

Reconsideration and withdrawal of the rejection are 
therefore respectfully request e d . 

Claims 1-3 and 5-2 0 have been rejected under 35 
U.5.C. §112, first paragraph, as containing subject matter 
which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that 
the inventor (s) , at the time the application was filed, had 
possession of the claimed invention. This rejection is 
respectfully traversed. 

The present specification at page 9 discloses that 
the cells from which the cell Lines according to the present 
invention are derived are selected from crural bones, femoral 
bones, cranial bones, tracheae, auricles, nose, intervertebral 
disks, or heart. It is submit toed that such disclosed sources 
of cells are adequate written description for the cell lines 
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c i o s ( - r l 1 1 • 1 ■ i e y npp I lean t; . Fu r t t i - 1 run > ! * 1 , col Is ! m. » m l h ^ s o 
speo i : : • s-. •;; : ees can be read : !. y do : e rm : nod as :. o wh- > r or 
no: s ■ . is di f 1 oren t late ::::o eh ondr ■"y:y to 1 : = s---> p-r> >s 10- 

11 of f :o ■ spM - i f ica t ion) or adipocytes (see p<iqes 1 1-17 o f t he 
spe c i rd en r. i o:i ) . 

rt. -consideration and wi thdrawa 1 of the re c. e..: l i on are 
t h e r e f < < : • ■ r * 1 .s p ect fully requested. 

In view of the above, the claims comply with 75 
U.S.C. §117 and define patentable subject matter war ran ring 
their allowance. Favorable consideration and early allowance 
are earnestly urged. 
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Respectfully submitted, 

BROWDY AND NE1MARK, P.L.L.C. 

Attorneys for Applicant (s) 



By 




Allen C. Yun 
Registration No. 37,971 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the claims : 



1: o I 1 ows : 



r 1 r ' r r 



, and 



:ell irn 



e c a o a o 



different, i <ii : tui into chondrocytes and capable of. 
differenli.it [ rig into adipocy f es, which cell, is d> 
norma 1 a da ! * on ima i . 



t r orn a 



4 (Twice-amended) . The cell line of c I a 1 
21, which bears accession No. FERM BP-5823. 



claim 



Twi ce -amended ) . A method for screen/no for a cell 

differentiation-controlling material, c omp r i s i n g s i n g 
ccarit^il^^ 

the cell line of claim 1 tzo_j5Cjt^^ 

___ mm __odeee^ 

m/icxtj^ 

line . 



8 (Twice-amended) . A kit for screening for a cell 
differentiation-controlling material, comprising t he cell line 
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; :r; 1 and_ji_i^^ 

■ ; j : _ _^ ^ li L c ^L_i^ALI^^^^ illrty^iAotO:: A. 1 Jl.AAiAL.-AAY Ai to^AoAAAAA AA^dL^L 

o a i idiciaj^e_ceJJ^^^ 
.-.•:••>. op.oi . 



15 (Once-an-cnd-ii : . A ;i> i! :iioa r-r - room :kj for a col i. 

d l £ terentiat ion -control li ng mate rial, oomp r i smgj using 

copjrtjaj^^ 

— cell line of claim 14 too_j^cx§l§^^ 

dilliiereintj^a^ 

d.ejteianij^^ 

mixture of compounds to induce differentiation of the cell 



line . 



18 (Once-amended) . A kit for screening for a cell 
differentiation-controlling material, comprising the cell line 
of claim 4 ajld^ja^x^ 
of_Jd]ie_j^eJj^ 
cjmdicia^^ 
screened . 
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